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Amendments to the Drawings 

The attached sheets of drawings include changes to Figure 2 and Figure 6. These sheets 
replace the original sheets including Figure 2 and Figure 6. In both Figure 2 and Figure 6, the 
corresponding SEQ ID NOs have been added. 

Attachment: Replacement Sheets 

Annotated Sheets Showing Changes 



- 13- 



Appl.No. 10/621,807 
Docket No. D0250 NP 

REMARKS 

In the present amendment, claims 1, 5, 6, 16 and 29 have been amended. Claim 16 has 
been canceled. The amendments to the claims are supported throughout the specification, in the 
claims and in the sequence listing. In addition, the specification has been amended at page 10 to 
indicate that the patent or application file contains at least one drawing executed in color as 
required under 37 CFR § 1 .84, and to correct a typographical error on page 46. No new matter is 
believed to be added. 

After entry of these amendments, claims 1-3, 5-15, 17-27 and 29-39 are pending. 

Drawings/Specification 

The drawings stand objected to under 37 CFR § 1 .83(a) because Figures 3 and 7 
purportedly fail to show the colors as described in the Brief Description of the Figures. 
Applicants respectfully submit that the as-filed figures included two color figures: FIGS. 3 and 
7. Submitted herewith is a Petition under 37 CFR § 1 .84 requesting acceptance of these color 
drawings. 

In addition, the specification stands objected to for referencing an attorney docket 
number. Applicants have removed this reference. Withdrawal of this objection is requested. 

The specification also stands objected to for containing sequence disclosures that fail to 
comply with the requirements set forth in 37 CFR § 1 .821 . Applicants have amended the 
specification to include the corresponding SEQ ID NOs for the sequences on page 96. The 
Examiner also alleges that Tables I-V represent linear amino acid sequence disclosures, and, 
therefore, need a heading identifying the protein name and its corresponding SEQ ID NO. 
Applicants have amended the specification accordingly although they respectfully point out that 
Table II does not correlate to a SEQ ID NO so only a descriptive title has been added. 
Applicants have also amended claim 1 so that it recites SEQ ID NO:l and points out that SEQ ID 
NO:l and SEQ ID NO: 13 are the same sequence. Additionally, Applicants have amended 
Figures 2 and 6 to include the proper corresponding SEQ ID NOs. Replacement drawings and 
Annotated drawings showing the changes are enclosed herein. Applicants have also amended 
the specification on page 10 to correct the corresponding SEQ ID NOs in the figure legend. 
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The Examiner has also objected to the specification for containing hyperlinks. 
Applicants have amended the specification to remove the hyperlinks on pages 22 and 96. 
Withdrawal of this objection is requested. 

Rejection of claims 1 and 5 under 35 U.S.C. § 101 

The Examiner has rejected claims 1 and 5 as allegedly being directed to non-statutory 
subject matter without requiring the performance of a result outside of a computer or 
representing some type of physical transformation which is concrete or tangible. That rejection 
is respectfully traversed to the extent the rejection is applied to the claims as amended. 

Applicants have amended claims 1 and 5 to include the step of screening the chemical 
entity in an assay that characterizes binding to said GR Site II in order to comply with 35 U.S.C. 
§101. Applicants respectfully request reconsideration by the Examiner and withdrawal of this 
rejection. 

Rejection of claims under 35 U.S.C. § 112, second paragraph 

Claims 1, 5-10, 16, 27 and 29 stand rejected under 35 U.S.C. § 1 12, second paragraph, 
for allegedly being indefinite. That rejection is respectfully traversed to the extent the rejection 
is applied to the claims as amended 

(a) The Examiner alleges that the phrase "any part of the cavity" in claim 1, 6 and 29, and 
the phrase "any part of in claim 5, renders the claims indefinite. Applicants have amended 
these phrases to read "the cavity" and "said GR Site II," respectively. By this amendment, 
Applicants believe that they have obviated this rejection. 

(b) The Examiner alleges that the amino acid residues in claims 1, 5, 6, 27 and 29 do not 
match the amino acid sequence of SEQ ID NO: 13 as well as those in Figure 2. Applicants have 
amended the specification on page 10 and Figure 2 so that the SEQ ID NOs correspond 
accurately. Additionally, Applicants have amended claim 1 to refer to SEQ ID NO:l. Support 
for this amendment can be found throughout the specification, for example on page 96, lines 15- 
3 1. By this amendment, Applicants believe that they have obviated this rejection. 

(c) The Examiner alleges that the phrase "human GR; rat GR. . ." in claim 16 renders the 
claim indefinite. Applicants have amended claim 16 to include the corresponding SEQ ID NOs 
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as defined in Figure 6. By this amendment, Applicants believe that they have obviated this 
rejection. 

(d) The Examiner has rejected claims 7-10 under 35 U.S.C. § 1 12, second paragraph, as 
they are dependent upon rejected independent claims. As the independent claims have been 
amended to overcome the Examiner's rejections, Applicants believe that the rejection of claims 
7-10 has been overcome as well. 

Rejection of claims under 35 U.S.C. § 102(e) and § 103(a) 

The Examiner has rejected claims 1, 5-10, 16, 27 and 29 under 35 U.S.C. § 102(e) and § 
103(a) as allegedly being anticipated by or, in the alternative, as obvious over US patent 
6,965,850 (hereinafter "'850"). 

It is well settled that "[a] claim is anticipated only if each and every element as set forth 
in the claim is found, either expressly or inherently described, in a single prior art reference." 
MPEP §2131 (quoting Verdegaal Bros, v. Union Oil Co, of Calif, 2 USPQ2d 1051, 1053 (Fed. 
Cir. 1987)). 'The identical invention must be shown in as complete detail as is contained in the 
. . . claim." Id (quoting Richardson v. Suzuki Motor Co., 9 USPQ2d 1913, 1920 (Fed. Cir. 
1989). Therefore, '850 must describe each and every element of claims 1, 5 and 6 in order to 
anticipate these claims under Section 102(b). 

Applicants respectfully submit that '850 does not teach each and every element of the 
claims. Amended claims 1, 5, 6 and 29 are directed to methods for evaluating the potential of a 
chemical entity to bind to a GR Site II, methods of designing a ligand of a GR Site II, methods 
for identifying modulators of a GR, and methods of identifying a ligand of a GR Site II, 
respectively. Amended claims 1, 5, 6 and 29 also recite that the GR Site II is comprises the 
amino acids E537-V543, L566, G567, Q570-W577, S599-A607, W610, R611, R614, Q615, 
P625, Y663, L664 and K667 and is defined by the structure coordinates according to Table 1. 
Amended claim 1 also recites the structure coordinates according to Tables, III-V. 

In contrast to the instant invention, '850 describes the use of compounds binding to the 
co-activator binding site of NHRs which is not Site II. Site II of the instant invention is situated 
on almost the opposite side of the protein from the Site II that is disclosed in '850. In addition, 
Site II of the instant invention comprises a different amino acid sequence than that disclosed for 
the Site II disclosed in '805. Site II of '850 comprises amino acids V571, 1572, A574, V575, 
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A578, K579, F584, Q592, M593, L596, Q597, W600, E751, M752 ? and E755-I757 which are 
different from Site II of the instant invention. Further, the structural coordinates disclosed in 
'850 are different than those recited in the instant claims. Because '850 teaches neither the Site 
II nor its structural coordinates recited in the instant claims, it does not teach every element of 
the claims 1, 5 and 6 5 as amended, or of dependent claims 7-10, 27 and 29, and, therefore, does 
not anticipate the instant claims. Thus, Applicants respectfully request reconsideration by the 
Examiner and withdrawal of this rejection. 

Claims 1, 5-10, 16, 27 and 29 also stand rejected under §103(a) as being unpatentable 
over '850. As discussed above, Applicant submits that '850 does not disclose the subject matter 
of the claims 1, 5 and 6, as amended, nor claims 7-10, 27 and 29 that ultimately depend 
therefrom. Accordingly, Applicants request reconsideration and withdrawal of this rejection. 

The Examiner has also rejected claims 1, 5-10, 16, 27 and 29 under 35 U.S.C. § 103(a) as 
being unpatentable over WO 00/52050 (hereinafter '"050") in view of US Patent 5,856,1 16 
(hereinafter '"116"). 

Amended claims 1 , 5 and 6 are directed to methods for evaluating the potential of a 
chemical entity to bind to GR Site II, wherein said GR Site II is a structure described by the 
structure coordinates of amino acids E537-V543, L566, G567, Q570-W577, S599-A607, W610, 
R61 1, R614, Q615, P625, Y663, L664 and K667 of SEQ ID NO:l according to Table I, Table 
III, Table IV or Table V. These structure coordinates are not disclosed in either '050 or ' 1 16. 
As such, Applicants submit that '050 does not disclose the subject matter of the claims 1, 5 and 
6, as amended, nor claims 7-10, 27 and 29 that ultimately depend therefrom and, therefore, do 
not render these claim obvious. Applicants respectfully submit that '116 does not cure the 
deficiencies of '050, and that accordingly the combination of '050 and '116 does not suggest 
Applicants' claimed invention. Accordingly, Applicants request reconsideration and withdrawal 
of this rejection. 

The Examiner has also rejected claims 1, 5-10, 16, 27 and 29 under 35 U.S.C. § 103(a) as 
being unpatentable over US Patent Application Publication No. 2005/0181362 (hereinafter 
"'362). Specifically, the Examiner alleges that '362 teaches the crystallization of the complex of 
GR ligand binding with two ligands and the determination of the three-dimensional structure by 
the X-ray diffraction method. 
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Amended claims 1 , 5 and 6 are directed to methods for evaluating the potential of a 
chemical entity to bind to GR Site II, wherein said GR Site II is a structure described by the 
structure coordinates of amino acids E537-V543, L566, G567, Q570-W577, S599-A607, W610, 
R61 1, R614, Q615, P625, Y663, L664 and K667 of SEQ ID NO:l according to Table I, Table 
III, Table IV or Table V. These structure coordinates are not disclosed in 6 3 62. As such, 
Applicants submit that '362 does not disclose the subject matter of the claims 1 , 5 and 6, as 
amended, nor claims 7-10, 27 and 29 that ultimately depend therefrom and, therefore, do not 
render these claim obvious. Accordingly, Applicants request reconsideration and withdrawal of 
this rejection. 

Rejection of claims 1, 5-10, 16, 27 and 29 under 35 U.S.C § 103(a) over '362 in view of '850 

The Examiner has rejected claims 1, 5-10, 16, 27 and 29 under 35 U.S.C. § 103(a) as 
being unpatentable over ' 362 in view of '850. For the foregoing reasons, '362 does not does not 
disclose the subject matter of the claims 1, 5 and 6, as amended, nor claims 7-10, 27 and 29 that 
ultimately depend therefrom and, therefore, do not render these claim obvious. Applicants 
respectfully submit that '850 does not cure the deficiencies of 6 362, and that accordingly the 
combination of '362 and '850 does not suggest Applicants' claimed invention. Applicants 
request reconsideration and withdrawal of this rejection. 

CONCLUSION 

In view of the foregoing amendments and remarks, allowance of the application is 
respectfully requested. The Examiner is invited to contact the undersigned if there are any 
questions concerning the prosecution of this application. 
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The Commissioner is authorized to charge Deposit Account 19-3880 (Bristol-Myers 
Squibb Company) for any requisite fees due or to credit any overpayment. 



Respectfully submitted, 



Bristol-Myers Squibb Company 

Patent Department Melissa Handler, Ph.D. 

P.O. Box 4000 Agent for Applicants 

Princeton, NJ 08543-4000 Reg. No. 52,988 
609-252-4323 

Date: June 20, 2007 
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ANNOTATED SHEET 
FIGURE 2 (continued) 
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GR 



8 93 . NTFIQSRAL SVEFPEMMSE VIAAQLPKIL AGMVKPLLFH K 

880 . DLLIKSHMV SVDFPEMMAE IISVQVPKIL SGKVKPI YFH T 

52 6 . SMKCKNV VPLYDLLLE ML 

4 70 NMKC KNVVPVYD 



94 4 . YTFRESHAL KVEFPAMLVE IISDQLPKVE SGNAKPLYFH R 



737 . QTFLDKTMS IEFPEMLAEI ITNQIPKYSN GNIKKLLFHQ K 



RXRalpha (SEQ ID NO:3) 

RARgamma (SEQ ID NO: 4) 

PR (SEQ ID NO:5) 

AR (SEQ ID NO: 6) 

ERalpha (SEQ ID NO:7) 

ERbeta 4 82 LLLEMLNAHV LR. . . (SEQ ID NO:8) 

VitDR (SEQ ID NO: 9) 

PPARgamma 477 Y. . (SEQ ID NO: 10) 

MR 984 K. (SEQ ID NO:ll) 

TRbeta 453 D (SEQ ID NO: 12) 

GR (SEQ ID NO: 13) 



4 
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FIGURE 6 (Continued) 



u87951 Squirrel 
AF141371 Pig 
113196 Guinea Pig 
u87953 Marmoset 
u87952 Ma' z Monkey 
Human 

ml4053 rat 
x04435 mouse 



SPLAGEEDSF 
SPLAGEEDPF 
SPLAGEDDPF 
SPLAGEEDSF 
SPLAGEEDSF 
SPLAGEDDSF 
SPLAGEDDPF 
SPLAGEDDPF 



LLEGNSNEDC 
LLEGSSTEDC 
LLEGNSNEDC 
LLEGNSNEDC 
LLEGNSNEDC 
LLEGNSNEDC 
LLEGNTNEDC 
LLEGDVNEDC 



KPLILPDTKP 
KPLVLPDTKP 
KPLILPDTKP 
KPLILPDTKP 
KPLILPDTKP 
KPLILPDTKP 
KPLILPDTKP 
KPLILPDTKP 



KIKDNGDLVL 
KVKDNGELIL 
KIKDNGDGIL 
KIKDNGDLVL 
KIKDNGDLVL 
KIKDNGDLVL 
KIKDTGDTIL 
KIQDTGDTIL 



SSSSNVTLPQ 
PSPNSVPLPQ 
SSSNSVPQPQ 
SSSSNVTLPQ 
SSSSNVTLPQ 
SSPSNVTLPQ 
SSPSSVALPQ 
SSPSSVALPQ 



u87951 Squirrel 
AF141371 Pig 
113196 Guinea Pig 
u87953 Marmoset 
u87952 Ma'z Monkey 
Human 

ml4053 rat 
x04435 mouse 



VKTEKEDFIE 
VKTEKEDFIE 
VKIGKEDFIE 
VKTEKEDFIE 
VKTEKEDFIE 
VKTEKEDFIE 
VKTEKDDFIE 
VKTEKDDFIE 



LCTPGVIKQE 
LCTPGVIKQE 
LCTPGVIKQE 
LCTPGVIKQE 
LCTPGVIKQE 
LCTPGVIKQE 
LCTPGVIKQE 
LCTPGVIKQE 



KLSTVYCQAS 
KLGPAYCQAS 
KLGPVYCQAS 
KLSTVYCQAS 
KLSTVYCQAS 
KLGTVYCQAS 
KLGPVYCQAS 
KLGPVYCQAS 



FPGANI IGNK 
FSGANI IGGK 
FSGANI IGNK 
FPGANI IGNK 
FPGANVIGNK 
FPGANI IGNK 
FSGTNIIGNK 
FSGTNIIGNK 



MSAISIHGVS 
MSAISVHGVS 
MSAISVHGVS 
MSAISIHGVS 
MSAISIHGVS 
MSAISVHGVS 
MSAISVHGVS 
MSAISVHGVS 



u87951 Squirrel 
AF141371 Pig 
113196 Guinea Pig 
u87953 Marmoset 
u87952 Ma'z Monkey 
Human 
ml4053 rat 
x04435 mouse 



TSGGQMYHYD 
TSGGQLYHYD 
TSGGQMYHYD 
TSGGQMYHYD 
TSGGQMYHYD 
TSGGQMYHYD 
TSGGQMYHYD 
TSGGQMYHYD 



MNTA.SLSQQ 

MNTAASLSKQ 

MNTA.SLSQQ 

MNTA.SLSQQ 

MNTA.SLSQQ 

MNTA.SLSQQ 

MNTA.SLSQQ* 

MNTA.SLSQQ 



QDQKPIFNVI 
QEQKPLFNVI 
QDQKPIFNVI 
QDQKPIFNVI 
QDQKPIFNVI 
QDQKPIFNVI 
QDQKPVFNVI 
QDQKPVFNVI 



PPIPVGSENW 
PPIPVGSENW 
PPIPVGSENW 
PPIPVGSENW 
PPIPVGSENW 
PPIPVGSENW 
PPIPVGSENW 
PPIPVGSENW 



NRCQGSGDDN 
NRCQGSGDDN 
NRCQGSGEDN 
NRCQGSGDDN 
NRCQGSGDDN 
NRCQGSGDDN 
NRCQGSGEDS 
NRCQGSGEDN 



u87951 Squirrel 
AF141371 Pig 
113196 Guinea Pig 
u87953 Marmoset 
u87952 Ma'z Monkey 
Human 
ml4053 rat 
x04435 mouse 



LTSLGTLNFP 
LTSLGTLNFS 
LTSLGTVNFP 
LTSLGTLNFP 
LTSLGTLNFP 
LTSLGTLNFP 
LTSLGALNFP 
LTSLGAMNFA 



GRTVFSNGYS 
GRSVFSNGYS 
GRSVFSNGYS 
GRTVFSNGYS 
GRTVFSNGYS 
GRTVFSNGYS 
GRSVFSNGYS 
GRSVFSNGYS 



SPSMRPDVSS 
SPGMRPDVSS 
SPGLRPDVSS 
SPSMRPDVSS 
SPSMRPDVSS 
SPSMRPDVSS 
SPGMRPDVSS 
SPGMRPDVSS 



PPSSSSTATT 
PPSSSSAAT. 
PPSSSST.TT 
PPSSSSTATT 
PPSSSSTATT 
PPSSSSTATT 
PPSSSSAAT. 
PPSSSSTAT. 



GPPPKLCLVC 
GPPPKLCLVC 
GPPPKLCLVC 
GPPPKLCLVC 
GPPPKLCLVC 
GPPPKLCLVC 
GPPPKLCLVC 
GPPPKLCLVC 



u87951 Squirrel 
AF141371 Pig 
113196 Guinea Pig 
u87953 Marmoset 
u87952 Ma'z Monkey 
Human 

ml4053 rat 
x04435 mouse 



SDEASGCHYG 
SDEASGCHYG 
SDELSGCHYG 
SDEASGCHYG 
SDEASGCHYG 
SDEASGCHYG 
SDEASGCHYG 
SDEASVCHYG 



VLTCGSCKVF 
VLTCGSCKVF 
VLTCGSCKVF 
VLTCGSCKVF 
VLTCGSCKVF 
VLTCGSCKVF 
VLTCGSCKVF 
VLTCGSCKVF 



FKRAVEGQHN 
FKRAVEGQHN 
FKRAVEGQHN 
FKRAVEGQHN 
FKRAVEGQHN 
FKRAVEGQHN 
FKRAVEGQHN 
FKRAVEGQHN 



YLCAGRNDCI 
YLCAGRNDCI 
YLCAGRNDCI 
YLCAGRNDCI 
YLCAGRNDCI 
YLCAGRNDCI 
YLCAGRNDCI 
YLCAGRNDCI 



IDKIRRKNCP 
IDKIRRKNCP 
IDKIRRENCP 
IDKIRRKNCP 
IDKIRRKNCP 
IDKIRRKNCP 
IDKIRRKNCP 
IDKIRRKNCP 



ANNOTATED SHEET 



FIGURE 6 (Continued) 



u87951 Squirrel 
AF141371 Pig 
113196 Guinea Pig 
u87953 Marmoset 
u87952 Ma' z Monkey 
Human 

ml4053 rat 
x04435 mouse 



ACRYRKCLQA 
ACRYRKCLQA 
ACRYRKCLQA 
ACRYRKCLQA 
ACRYRKCLQA 
ACRYRKCLQA 
ACRYRKCLQA 
ACRYRKCLQA 



GMNLEARKTK 
GMNLEARKTK 
GMNLQARKTK 
GMNLEARKTK 
GMNLEARKTK 
GMNLEARKTK 
GMNLEARKTK 
GMNLEARKTK 



KKIKGIQQAT 
KKIKGIQQAT 
KKIKGIQQAT 
KKIKGIQQAT 
KKIKGIQQAT 
KKIKGIQQAT 
KKIKGIQQAT 
KKIKGIQQAT 



TGVSQETSEN 
TGVSQETSEN 
TGVSQNTSEN 
TGVSQETSEN 
TGVSQETSEN 
TGVSQETSEN 
AGVSQDTSEN 
AGVSQDTSEN 



PAN KT IV PAT 
SAN KT IV PAT 
P.NKTIVPAT 
PAN KT IV PAT 
PAN KT IV PAT 
PGNKTIVPAT 
P.NKTIVPAA 
. ANKTIVPAA 



u87951 Squirrel 525 

AF141371 Pig 489 

113196 Guinea Pig 519 

u87953 Marmoset 525 

u87952 Ma'z Monkey 525 

Human 525 

ml4053 rat 543 

x04435 mouse 531 



LPQLTPTLVS 
LPQLTPTLVS 
LPQLTPTLVS 
LPQLTPTLVS 
LPQLTPTLVS 
LPQLTPTLVS 
LPQLTPTLVS 
LPQLTPTLVS 



LLEVIEPEViL 



LLEVIEPEViL 



LLEVIEHEVjl 
LLEVIEPEVjL 
LLEVIEPEViL 



LLEVIEPEViL 



LLEVIEPEVjL 
LLEVIEPEVjL 

»■,,.■ —J 



YAGYDSTVPD 
YAGYDSSIPD 
HSGYDSTSPD 
YAGYDSTVPD 
YAGYDSTVPD 
YAGYDSSVPD 
YAGYDSSVPD 
YAGYDSSVPD 



STWRIMTTLN 
STWRIMTALN 
STWRIMTTLN 
STWRIMTTLN 
STWRIMTTLN 
STWRIMTTLN 
SAWRIMTTLN 
SAWRIMTTLN 



MLGGR'QVIAJ^ 
MLGGRbviA^! 

mlggrqviap! 

MLGGRbviA^! 
MLGGR j QVIA^ 

mlggrJqvia^! 

MjLGGRQVIA^ 
MLGGRQVIA^ 



U87951 Squirrel 575 

AF141371 Pig " 539 

113196 Guinea Pig 569 

u87953 Marmoset 575 

U87952 Ma'z Monkey 575 

Human 575 

ml4053 rat ' 593 

x04435 mouse 581 



iVKWAKAIPGF 



VKWAKAIPGF 
VKWAKAIPGF 
(VKWAKAIPGF 
jVKWAKAIPGF 
jVKWAKAIPGF 
jVKWAKAILGL 
VKWAKAIPGF 



RNLHLDDQMT 
RNLHLDDQMT 
KNLHLDDQMT 
RNLHLDDQMT 
RNLHLDDQMT 
RNLHLDDQMT 
RNLHLDDQMT 
RNLHLDDQMT 



llqyswmflm 
llqyIswmflm 
llqyswmflm 
llqyswmflm 



AFAlLGWRSYjR 

vfalgwrsySr 

AF^LG^R'SYjK 

afaIlgwr^syr 



LLQYSWMFLM AFA1LGWRSYR 



llqyswmflm 
llqyIswmflm 
llqy'swmflm 



AFAlLGWRSYjR 

afa'lg^rIsyIr 

afaSlgwi^syr QASGNLLCFA 



QASSNLLCFA 
dsSASLLCFA 

q'sngsllcfa 

QiASSNLLC'FA 

q'assnllcfa 
q'ssanllcfa 
qasgnllcfa 



u87951 Squirrel 625 

AF141371 Pig 589 

113196 Guinea Pig 619 

u87953 Marmoset 625 

u87952 Ma'z Monkey 625 

Human 625 

ml4053 rat 643 

x04435 mouse 631 



jP.DLI INEQRM 
jP|DLVINEQRM 
|P|DLI INEQRM 
jPjDLI INEQRM 
|PiDL I INEQRM 
|P|DL I INEQRM 
[PjDL I INEQRM 
§DLI INEQRM 



TLPCMYDQCK 
ALPCMYDQCR 
SLPWMYDQCR 
TLPCMYDQCK 
TLPCMYDQCK 
TLPCMYDQCK 
SLPCMYDQCK 
TLPCMYDQCK 



HMLYVSSELH 
HMLYVSSELQ 
YMLYVSSELK 
HMLYVSSELH 
HMLYVSSELH 
HMLYVSSELH 
HMLFVSSELQ 
HMLFISTELQ 



RLQVSYEEjYL 1 
RLQVSYEEjYL 1 
RLQVSYEEjYL 1 
RLQVSYEEjYL 1 
RLQVSYEE|Yl' 
RLQVSYEEjYL^ 
RLQVSYEEjYL 
RLQVSYEEjYL 



CMKTLLLLSS 
CMKTLLLLSS 
CMKTLLLLSS 
CMKTLLLLSS 
CMKTLLLLSS 
CMKTLLLLSS 
CMKTLLLLSS 
CMKTLLLLSS 



u87951 Squirrel 
AF141371 Pig 
113196 Guinea Pig 
u87953 Marmoset 
u87952 Ma' z Monkey 
Human 

ml4053 rat 
x04435 mouse 



VPKDGLKSQE LFDEIRMTYI 
VPKDGLKSQE LFDEIRMTYI 
VPKEGLKSQE LFDEIRMTYI 
VPKDGLKSQE LFDEIRMTYI 
VPKDGLKSQE LFDEIRMTYI 
VPKDGLKSQE LFDEIRMTYI 
VPKEGLKSQE LFDEIRMTYI 
VPKEGLKSQE LFDEIRMTYI 



KELGKAI VKR 
KELGKAIVKR 
KELGKAIVKR 
KELGKAIVKR 
KELGKAIVKR 
KELGKAIVKR 
KELGKAIVKR 
KELGKAIVKR 



EGNSSQNWQR 
EGNSSQNWQR 
EGNSSQNWQR 
EGNSSQNWQR 
EGNSSQNWQR 
EGNSSQNWQR 
EGNSSQNWQR 
EGNSSQNWQR 



FYQLTKLLDS 
FYQLTKLLDS 
FYQLTKLLDS 
FYQLTKLLDS 
FYQLTKLLDS 
FYQLTKLLDS 
FYQLTKLLDS 
FYQLTKLLDS 
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FIGURE 6 (Continued) 



U87951 Squirrel 
AF141371 Pig 
113196 Guinea Pig 
u87953 Marmoset 
u87952 Ma'z Monkey 
Human 

ml4053 rat . 
x04435 mouse 



MHEVVENLLN 
MHDVVENLLN 
LHEIVGNLLN 
MHEVVENLLN 
MHEVVENLLN 
MHEVVENLLN 
MHEVVENLLT 
MHDVVENLLS 



YCFQTFLDKT 

YCFQT 

ICFKTFLDKT 
YCFQTFLDKT 
YCFQTFLDKT 
YCFQTFLDKT 
YCFQTFLDKT 
YCFQTFLDKS 



MSIEFPEMLA EIITNQLPKY SNGNIKKLLF 



MNIEFPEMLA 
MSIEFPEMLA 
MSIEFPEMLA 
MSIEFPEMLA 
MSIEFPEMLA 
MSIEFPEMLA 



EIITNQLPKY 
EIITNQLPKY 
EIITNQLPKY 
EI ITNQIPKY 
EI ITNQIPKY 
EI ITNQIPKY 



SNGDIKKLLF 
SNGNIRKLLF 
SNGNIKKLLF 
SNGNIKKLLF 
SNGNIKKLLF 
SNGNIKKLLF 



U87951 Squirrel 
AF141371 Pig 
113196 Guinea Pig 
u87953 Marmoset 
u87952 Ma'z Monkey 
Human 

m!4053 rat 
x04435 mouse 



HQK (SEQ ID NO: 14) 
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(SEQ 


ID 
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15) 


HQK 


(SEQ 


ID 


NO: 


16) 


HQK 


(SEQ 


ID 


NO: 


17) 


HQK 


(SEQ 


ID 


NO: 


18) 


HQK 


(SEQ 


ID 


NO: 


19) 


HQK 


(SEQ 


ID 


NO: 


20) 



HQK (SEQ ID NO:21) 



